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* * Welcome to STN International ********** 

Web Page' URLs for STN Seminar Schedule - N . America 
"Ask CAS" for self-help around the clock 
ACD predicted properties enhanced in REGISTRY/ZREGISTRY 
MATHDI removed from STN 

CA/CAplus -Canadian Intellectual Property Office (CIPO) added 
to core patent offices 

New CAS Information Use Policies Effective October 17, 2005 
STN (R) AnaVist(TM), Version 1.01, allows the export /download 
of CAplus documents for use in third-party analysis and 
visualization tools 

Free KWIC format extended in full -text databases 

DIOGENES content streamlined 

EPFULL enhanced with additional content 

CA/CAplus - Expanded coverage of German academic research 
REGISTRY/ZREGISTRY on STN (R) enhanced with experimental 
spectral property data 

CASREACT ( R ) - Over 10 million reactions available 
2006 MeSH terms loaded in MEDLINE/LMEDLINE 

2006 MeSH terms loaded for MEDLINE file segment of TOXCENTER 
CA/CAplus to be enhanced with updated IPC codes 
MARPATprev will be removed from STN on December 31, 2 005 



NEWS EXPRESS DECEMBER 02 CURRENT VERSION FOR WINDOWS IS V8.01, 

CURRENT MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 02 DECEMBER 2005. 
V8.0 USERS CAN OBTAIN THE UPGRADE TO V8.01 AT 
http: //download. cas . org/express/v8 . 0-Discover/ 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER t General Internet Information 
NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 



All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* grp^j Columbus ***★****★★*★*★* 
FILE 'HOME' ENTERED AT 16:14:55 ON 19 DEC 2005 



=> FIL STNGUIDE 



COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 1 STNGUIDE 1 ENTERED AT 16:14:59 ON 19 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY, JAPAN SCIENCE 

AND TECHNOLOGY CORPORATION, AND FACH I N FORMAT I ONS Z ENTRUM KARLSRUHE 

FILE CONTAINS CURRENT INFORMATION. 

LAST RELOADED: Dec 16, 2005 (20051216/UP) . 



=> FIL HOME 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

FILE 'HOME' ENTERED AT 16:15:04 ON 19 DEC 2005 

=> fil capl 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0. 06 



SINCE FILE 
ENTRY 
0.21 



FILE 'CAPLUS' ENTERED AT 16:15:09 ON 19 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) . 



TOTAL 
SESSION 
0.27 



TOTAL 
SESSION 
0.48 



Copyright of the articles to which records in this database refer is 
held by the publishers 1 listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 19 Dec 2005 VOL 143 ISS 26 
FILE LAST UPDATED: 18 Dec 2005 ( 20051218/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http: //www.cas . org/ infopolicy.html 

=> s us5385929/pn 

LI 1 US5385929/PN 

=> sel rn 

El THROUGH E21 ASSIGNED 
=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
2 .42 



TOTAL 
SESSION 
2.90 



FILE 'REGISTRY' ENTERED AT 16:15:24 ON 19 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 



Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 18 DEC 2005 HIGHEST RN 870123-57-2 
DICTIONARY FILE UPDATES: 18 DEC 2005 HIGHEST RN 870123-57-2 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format ,« IDERL, is now * 

* available and contains the CA role and document type information. * 

* ★ 
★★★★★★★★★★★★*********+****************^^ 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www . cas . org/ONLINE/UG/regprops . html 

=> s el-21 

1 100-52-7/BI 

(100-52-7/RN) 
1 125995-13-3/BI 

(125995-13-3/RN) 
1 1484-26-0/BI 

(1484-26-0/RN) 
1 163217-66-1/BI 

(163217-66-l/RN) 
1 163217-67-2/BI 

(163217-67-2/RN) 
1 163217-68-3/BI 

(163217-68-3/RN) 
1 163217-69-4/BI 

(163217-69-4/RN) 
1 163217-70-7/BI 

(163217-70-7/RN) 
1 163217-71-8/BI 

(163217-71-8/RN) 
1 163217-72-9/BI 

(163217-72-9/RN) 
1 163217-73-0/BI 

(163217-73-0/RN) 
1 163217-74-l/BI 

(163217-74-1/RN) 
1 163217-75-2/BI 

(163217-75-2/RN) 
1 163217-76-3/BI 

(163217-76-3/RN) 
1 163217-77-4/BI 

(163217-77-4/RN) 
1 20012-63-9/BI 



(20012-63-9/RN) 
1 42558-54-3/BI 

(42558-54-3/RN) 
1 459-57-4/BI 

(459-57-4/RN) 
1 57-88-5/BI 

(57-88-5/RN) 
1 6373-46-2/BI 

(6373-46-2/RN) 
1 9028-35-7/BI 

(9028-35-7/RN) 

L2 21 (100-52-7/BI OR 125995-13-3/BI OR 1484-26-0/BI OR 163217-66-l/BI 

OR 163217-67-2/BI OR 163217-68 -3/BI OR 163217-69-4/BI OR 163217 
-70-7/BI OR 163217-71-8/BI OR 163217-72 - 9/BI OR 163217-73-0/BI 
OR 163217-74-1/BI OR 163217-75-2/BI OR 163217 -76-3/BI OR 163217- 
77-4/BI OR 20012-63-9/BI OR 42558-54-3/BI OR 459-57-4/BI OR 
57-88-5/BI OR 6373-46-2/BI OR 9028 -35-7/BI ) 

=> d scan 

L2 21 ANSWERS REGISTRY COPYRIGHT 2 005 ACS on STN 
IN Benzenamine , 3 - ( phenyl me thoxy) - ( 9CI ) 
MF C13 H13 NO 
CI COM 




H2N 0-CH2~Ph 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :20 

L2 21 ANSWERS REGISTRY COPYRIGHT 2 005 ACS on STN 

IN Reductase, hydroxymethylglutaryl coenzyme A (reduced nicotinamide adenine 

dinucleotide phosphate) (9CI) 
MF Unspecified 
CI MAN 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

L2 21 ANSWERS REGISTRY COPYRIGHT 2 005 ACS on STN 
IN Pentanoic acid, 4-methyl-3-oxo- , methyl ester (9CI) 
MF C7 H12 03 



O O 

II II 
i-Pr- C- CH2~C- OMe 

**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 



IN Pentanamide, 4-methyl-3-oxo-N- [4- (ph enyl me thoxy) phenyl] -2- 

(phenylmethylene) - (9CI) 
MF C26 H25 N 03 



0 CH— Ph 



II II 




NH-C-O-C-Pr-i 



0 



Ph- CH 2 - 0' 



**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 AGS on STN 

IN 1, 3-Dioxane-4 -acetic acid, 6- [2- [2- (4-f luorophenyl ) -5- ( 1 -methyl ethyl ) -3- 

phenyl-4- [ [ [4- (phenylmethoxy) phenyl] amino] carbonyl] -lH-pyrrol-l-yl] ethyl] - 
2,2-dimethyl-, 1 , 1-dimethylethyl ester, (4R,6R)- (9CI) 

MF C47 H53 F N2 06 

Absolute stereochemistry. 



**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

IN lH-Pyrrole-3-carboxamide, 5- (4 -f luorophenyl ) -N- (4 -hydroxyphenyl ) -2- (1- 

methylethyl) -4 -phenyl -1- [2- [ (2R, 4R) -tetrahydro-4 -hydroxy-6-oxo-2H-pyran-2- 
yl] ethyl]- (9CI) 

MF C33 H33 F N2 05 



Me 




Ph 



Absolute stereochemistry. 




** PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2 005 ACS on STN 

IN lH-Pyrrole-3-carboxamide # 5- (4-f luorophenyl) -N- (3 -hydroxyphenyl ) -2- ti- 
me thy 1 ethyl) -4 -phenyl -1- [2- (tetrahydro-4 -hydroxy- 6 -oxo-2H-pyran-2 - 
yl) ethyl]-, (2R-trans)- (9CI) 

MF C33 H33 F N2 05 

Absolute stereochemistry. 




OH 



**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 

L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 



IN lH-Pyrrole-3-carboxamide, 5- (4-f luorophenyl) -N- (2-hydroxyphenyl) -2- (1- 

methylethyl) -4-phenyl-l- [2- [ (2R,4R) -tetrahydro-4-hydroxy-6-oxo-2H-pyran-2- 
yl] ethyl]- (9CI) 

MF C33 H33 F N2 05 

Absolute stereochemistry. 



**PR0PERTY DATA AVAILABLE IN THE ' PROP ' FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

IN Pentanamide # 4 -methyl -3 -oxo-N- [3^ (phenylmethoxy) phenyl] -2- 

(phenylmethylene) - (9CI) 
MF C26 H25 N 03 



**PROPERTY DATA AVAILABLE IN THE ' PROP 1 FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

IN Choles.t-5-en-3-ol (30) - (9CI) 

MF C27 H46 O 

CI COM 





O 



Absolute stereochemistry. 




Me^ . (CH 2 )3 

V R 
Me H 



CHMe2 



HO' 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2 005 ACS on STN 

IN Benzaldehyde, 4-fluoro- (9CI) 

MF C7 H5 F 0 

CI COM 



**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

IN Benzenamine, 4- (phenylmethoxy) - (9CI) 

MF C13 H13 NO 

CI COM 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

IN Benzenamine, 2- (phenyl me thoxy) - (9CI) 

MF C13 H13 N O 

CI COM 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 






L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

IN l,3-Dioxane-4-acetic acid, 6- (2-aminoethyl) -2 , 2-dimethyl - , 

1, 1-dimethyl ethyl ester, (4R,6R)- (9CI) 
MF C14 H27 N 04 
CI COM 

Absolute stereochemistry. Rotation (+) . 



**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

IN Benzenebutanamide, 4-fluoro-a- (2 -methyl -1-oxopropyl) -y-oxo- 

p-phenyl-N- [4- (phenylmethoxy) phenyl] - (9CI) 
MF C33 H30 F N 04 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2 005 ACS on STN 

IN lH-Pyrrole-3-carboxamide, 5- (4 -f luorophenyl ) -2- (1 -methyl ethyl) -4-phenyl-N- 
[4- (phenylmethoxy) phenyl] -1- [2- ( tetrahydro-4 -hydroxy-6-oxo-2H-pyran-2- 
yl) ethyl]-, ( 2R- trans ) - (9CI) 

MF C40 H39 F N2 05 





O 
II 



Absolute stereochemistry. 



R 




0" 



Ph 



**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

IN lH-Pyrrole-l-heptanoic acid, 2- (4 -f luorophenyl ) -P, 5-dihydroxy-4 - 

[ [ (4-hydroxyphenyl) amino] carbonyl] -5- ( 1 -methyl ethyl ) - 3 -phenyl - , monosodium 

salt, (pR,5R)- (9CI) 
MF C33 H35 F N2 06 . Na 

Absolute stereochemistry. 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

IN lH-Pyrrole-l-heptanoic acid, 2- (4- f luorophenyl ) -p, S-dihydroxy-4 - 

[ [ <3-hydroxyphenyl)amino] carbonyl] -5- ( 1 -methyl ethyl ) -3 -phenyl-, monosodium 

salt, [R-(R*,R*)]- (9CI) 
MF C33 H35 F N2 06 . Na 

Absolute stereochemistry. 




h: 




OH 



• Na 




C02H 



OH OH 
Pr-i 




OH 



Na 



L2 
IN 



MF 



21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

lH-Pyrrole-l-heptanoic acid, 2- (4-f luorophenyl) -p,5-dihydroxy-4- 

[ [ (2-hydroxyphenyl) amino] carbonyl] -5- { 1 -methyl ethyl ) -3 -phenyl-, monosodium 

salt, (PR,5R)- (9CI) 

C33 H35 F N2 06 . Na 



Absolute stereochemistry. 




C0 2 H 



Na 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

IN Pentanamide, 4-methyl-3-oxo-N- [2- ( phenyl me thoxy) phenyl] -2- 

(phenylmethylene) - (9CI) 
MF C26 H25 N 03 




0 CH— Ph 

II II 

NH-C-C-C-Pr-i 
O 

0-CH 2 -Ph 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* * 



L2 21 ANSWERS REGISTRY COPYRIGHT 2005 ACS on STN 

IN Benzaldehyde (7CI, 8CI, 9CI) 

MF C7 H6 0 

CI COM 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



• ALL ANSWERS HAVE BEEN SCANNED 



=> s 12 and C33 H35 F N2 06 . Na/mf 

5 C33 H35 F N2 06 . NA/MF 
L3 3 L2 AND C33 H35 F N2 06 . NA/MF 

=> d tot 

L3 ANSWER 1 OF 3 REGISTRY COPYRIGHT 2 005 ACS on STN 

RN 163217-75-2 REGISTRY 

ED Entered STN: 24 May 1995 

CN lH-Pyrrole-l-heptanoic acid, 2- (4-f luorophenyl ) -p, S-dihydroxy-4 - 

[ [ (2-hydroxyphenyl)amino] carbonyl] -5- {1 -methyl ethyl) -3 -phenyl - , monosodium 
salt, (pR,5R)- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN lH-Pyrrole-l-heptanoic acid, 2- (4 -f luorophenyl ) -p, 8-dihydroxy-4- 

[ [ (2-hydroxyphenyl) amino] carbonyl] -5- (1 -methyl ethyl) -3 -phenyl-, monosodium 
salt, [R-(R*,R*)]- 

OTHER NAMES: 

CN [3R, 5R] -2- (4-Fluorophenyl) -p , 5-dihydroxy-5 - ( 1 -methyl ethyl ) -3- 

phenyl-4- [ (2-hydroxyphenyl amino) carbonyl] -IH-pyrrole-l-heptanoic acid 
sodium salt 

FS STEREOSEARCH 

MF C33 H35 F N2 06 . Na 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 
CRN (214217-86-4) 



Absolute stereochemistry. 



R 





C02H 



OH 



OH 




HO' 




• Na 



2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



L3 ANSWER 2 OF 3 REGISTRY COPYRIGHT 2005 ACS on STN 

RN 163217-73-0 REGISTRY 

ED Entered STN: 24 May 1995 ■ 

CN lH-Pyrrole-l-heptanoic acid, 2- (4-f luorophenyl ) -p, 5-dihydroxy-4- 

[ [ (3-hydroxyphenyl) amino] carbonyl] -5- (1 -methyl ethyl) -3-phenyl-, monosodium 
salt, [R-(R*,R*)]~ (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN [3R, 5R] -2- (4-Fluorophenyl) -0, S-dihydroxy-5- ( 1 -methyl ethyl ) -3- 

phenyl-4- [ (3-hydroxyphenylamine) carbonyl] -lH-pyrrole-l-heptanoic acid 
sodium salt 

FS STEREOS EARCH 

MF C33 H35 F N2 06 . Na 

SR CA 

LC STN Files: CA 7 CAPLUS, US PAT FULL 
CRN (769896-65-3) 

Absolute stereochemistry. 




OH 



• Na 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L3 ANSWER 3 OF 3 REGISTRY COPYRIGHT 2005 ACS on STN 

RN 163217-71-8 REGISTRY 

ED Entered STN : 24 May 1995 

CN lH-Pyrrole-l-heptanoic acid, 2- (4-f luorophenyl) -p, 5-dihydroxy-4 - 

[ [ (4-hydroxyphenyl)amino] carbonyl] -5- (1 -methyl ethyl ) -3 -phenyl-, monbsodium 
salt, (pR,SR)- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN lH-Pyrrole-l-heptanoic acid, 2 - (4 -f luorophenyl ) -p,S-dihydroxy-4- 

[ [ (4-hydroxyphenyl)amino] carbonyl] -5- (1-methylethyl) -3 -phenyl-, monosodium 
salt, [R-(R*,R*)]- 

OTHER NAMES: 

CN [3R, 5R] -2- (4-Fluorophenyl) -p, S-dihydroxy-5- (1-methylethyl) -3- 

phenyl-4- [ ( 4 -hydroxyphenyl amino) carbonyl] -IH-pyrrole-l-heptanoic acid 
sodium salt 

FS STEREOS EARCH 

MF C33 H35 P N2 06 . Na 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 
CRN (214217-88-6) 



Absolute stereochemistry. 




• Na 

2 REFERENCES IN FILE CA (1907 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



=> s 12 and C33 H33 F N2 05/mf 

29 C33 H33 F N2 05/MF 
L4 3 L2 AND C33 H33 F N2 05/MF 

=> d tot 

L4 ANSWER 1 OF 3 REGISTRY COPYRIGHT 2005 ACS on STN 

RN 163217-74-1 REGISTRY 

ED Entered STN: 24 May 1995 

CN lH-Pyrrole-3-carboxamide, 5- (4-f luorophenyl) -N- (2 -hydroxyphenyl ) -2- (1- 

methylethyl) -4 -phenyl -1- [2- [ (2R, 4R) - tetrahydro-4 -hydroxy- 6 -oxo-2H-pyran-2- 
yl] ethyl]- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN lH-Pyrrole-3-carboxamide, 5- (4-f luorophenyl ) -N- (2 -hydroxyphenyl ) -2- (1- 
methylethyl) -4 -phenyl -1- [2- ( tetrahydro-4 -hydroxy- 6- oxo- 2 H-pyran- 2 - 
yl) ethyl]-, (2R- trans )- 

OTHER NAMES: 

CN (2R-trans) -5- (4 -Fluorophenyl ) -2- ( 1 -methyl ethyl ) -N- (2 -hydroxyphenyl ) -4- 

phenyl-1- [2- ( tetrahydro-4 -hydroxy- 6 -oxo-2H-pyran-2 -yl ) ethyl] -lH-pyrrole-3 - 
carboxamide 

FS STEREOSEARCH 

DR 314059-12-6 

MF C33 H33 P N2 05 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, US PATFULL 
Absolute stereochemistry. 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

9 REFERENCES IN FILE CA (1907 TO DATE) 

9 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L4 ANSWER 2 OF 3 REGISTRY COPYRIGHT 2005 ACS on STN 

RN . 163217-72-9 REGISTRY 

ED Entered STN: 24 May 1995 

CN lH-Pyrrole-3-carboxamide, 5- (4-f luorophenyl) -N- (3-hydroxyphenyl ) -2- (1- 
methylethyl) -4 -phenyl -1- [2- (tetrahydro-4-hydroxy-6-oxo-2H-pyran-2- 
yl) ethyl]-, (2R-trans) - (9CI) (CA INDEX NAME) 

FS STEREOSEARCH 

MF C33 H33 F N2 05 

SR CA 

LC STN Files: CA, CAPLUS, USPATFULL 



Absolute stereochemistry. 



1 




OH 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* * 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L4 ANSWER 3 OF 3 REGISTRY COPYRIGHT 2 005 ACS on STN 

RN 163217-70-7 REGISTRY 

ED Entered STN: 24 May 1995 

CN lH-Pyrrole-3-carboxamide, 5- (4-f luorophenyl) -N- (4 -hydroxyphenyl ) -2- (1- 

methylethyl) -4 -phenyl -1- [2- [ (2R, 4R) -tetrahydro-4 -hydroxy-e-oxo^H-pyran^- 
ylJethyl]- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN lH-Pyrrole-3-carboxamide, 5- (4-f luorophenyl) -N- ( 4 -hydroxyphenyl ) -2- (1- 
methyl ethyl) -4 -phenyl -1- [2- (tetrahydro-4-hydroxy-6-oxo-2H-pyran-2 - 
yl) ethyl] - , (2R-trans) - 

OTHER NAMES: 

CN (2R- trans) -5- (4 -Fluorophenyl ) -2- ( 1 -methyl ethyl ) -N- (4 -hydroxyphenyl) -4- 

phenyl-1- [2- (tetrahydro-4-hydroxy-6-oxo-2H-pyran-2-yl) -ethyl] -lH-pyrrole-3- 
carboxamide 

FS STEREOS EARCH 

DR 314059-11-5 

MF C33 H33 P N2 05 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, US PATFULL 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

6 REFERENCES IN FILE CA (1907 TO DATE) 

6 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



=> fil medl capl uspatf wpids 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

FILE 'MEDLINE' ENTERED AT 16:17:55 ON 19 DEC 2005 

FILE 'CAPLUS* ENTERED AT 16:17:55 ON 19 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS). 

FILE 1 USPATFULL ' ENTERED AT 16:17:55 ON 19 DEC 2005 

CA INDEXING COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'WPIDS' ENTERED AT 16:17:55 ON 19 DEC 2005 
COPYRIGHT (C) 2005 THE THOMSON CORPORATION 

= > S 14 

L5 10 L4 

=> dup rem 15 

PROCESSING COMPLETED FOR L5 

L6 9 DUP REM L5 (1 DUPLICATE REMOVED) 



SINCE FILE TOTAL 
ENTRY SESSION 
21.96 24.86 



=> d ibib abs 5-9 



L6 ANSWER 5 OF 9 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CAPLUS COPYRIGHT 2 005 ACS on STN 
2000:176893 CAPLUS 
132 :308162 

Synthesis of deuterium-labeled atorvastatin and its 
metabolites for use as internal standards in a 
'LC/MS/MS method developed for quantitation of the drug 
and its metabolites in human serum 



AUTHOR (S) : Chen, Bang-Chi; Sundeen, Joseph E. ; Guo, Peng; 

Bednarz, Mark S.; Hangeland; Jon J.; Ahmed, Syed Z.; 
Jemal, Mohammed 

Discovery Chemistry, Bristol-Myers Squibb 
Pharmaceutical Research Institute, Princeton, NJ, 
08543-4000, USA 

Journal of Labelled Compounds & Radiopharmaceuticals 
(2000) , 43 (3) , 261-270 
CODEN: JLCRD4; ISSN: 0362-4803 
John Wiley & Sons Ltd. 
Journal 
English 

D5-labeled isotopomers of atorvastatin, atorvastatin lactone and its 
hydroxy metabolites were synthesized as internal stds . for use in a 
LC/MS/MS method developed for the simultaneous quant, determination of 
atorvastatin and its hydroxy metabolites in human serum. D5-Atorvastatin 
and d5-atorvastatin lactone were prepared from d5-aniline whereas their 
corresponding hydroxy metabolites were synthesized using d5-benzaldehyde . 
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TITLE: Quantitation of the acid and lactone forms of 

atorvastatin and its biotransformation products in 
human serum by high-performance liquid chromatography 
with electrospray tandem mass spectrometry. 
Jemal, Mohammed; Ouyang, Zheng; Chen, Bang-Chi; Teitz, 
Deborah 

Bristol-Myers Squibb Pharmaceutical Research 
Institute, New Brunswick, NJ, 08903-0191, USA 
Rapid Communications in Mass Spectrometry (1999) , 
13 (11) , 1003-1015 
CODEN: RCMSEF; ISSN: 0951.-4198 
John Wiley & Sons Ltd. 
Journal 
English 

A method for simultaneous quantitation of both the acid and lactone forms • 
of atorvastatin, a new synthetic inhibitor of HMG-CoA reductase that is 
being marketed for the treatment of high serum cholesterol, and both the 
acid and lactone forms of its two' biotransformation products, 
2-hydroxyatorvastatin and 4 -hydroxyatorva statin, in human serum (a total 
of six analytes) by high-performance liquid chromatog. with electrospray 
tandem mass spectrometry was developed and validated. A deuterium labeled 
analog -was used as internal standard for each of the six analytes. Each point 
of the calibration standard curve, which ranged from 0.5 to 200 ng/mL, 
contained the six analytes at equal concns . Three groups of quality 
control (QC) samples were used. In the first group, combination QC 
samples contained all six analytes at equal concns. In the second group, 
acid-only QC samples contained only the acid forms (i.e. three analytes) 
at equal concns. In the third group, lactone-only QC samples contained 
only the lactone forms (i.e. three analytes) at equal concns. After 
adding the internal stds. to 0.5 mL of each standard and the QC sample kept at 
4°C, the samples were acidified with sodium acetate buffer (pH 5.0) 
and then extracted with Me tert-Bu ether. Detection was by pos. ion 
electrospray tandem mass spectrometry using eight selected reaction 
monitoring channels. The acid compds . were stable in human serum at room 
temperature but the lactone compds. were unstable as they hydrolyzed rapidly to 
their resp. acid forms. The conversion of the lactone compds. in both QC 
and post-dose human serum samples was nearly complete after 24 h at room 
temperature The lactone compds. in serum could be stabilized by lowering the 
working temperature to 4°C or lowering the serum pH to 6.0. The 
acid-only and the lactone-only QC samples showed that, under the sample 



processing conditions used, the degree of the hydrolysis of the lactone 
compds . or the lactonizat ion of the acid compds . during the assay 
procedure was minimal (<5%) . The intra-day C.V., inter-day C.V. and the 
deviations from the nominal concns . for all six analytes were within 15%, 
demonstrating good precision and accuracy. The required lower limit of 
quantitation (LLQ) of 0.5 ng/mL was achieved for each analyte. 
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AB Background: Grapefruit juice greatly increases the bioavailability of 

lqvastatin and simvastatin. We studied the effect of grapefruit juice on 
the pharmacokinetics of atorvastatin and pravastatin. Methods: Two 
randomized, two-phase crossover studies were performed; study I with 
atorvastatin in 12 healthy volunteers and study II with pravastatin in 11 
healthy volunteers. In both studies, volunteers took 200 mL 
double-strength grapefruit juice or water three times a day for 2 days. 
On day 3, each subject ingested a single 40 mg dose of atorvastatin (study 
I) or pravastatin (study II) with either 200 mL grape-fruit juice or 
water, and an addnl . 200 mL was ingested 1/2 h and 1 1/2 h later. In 
addition, subjects took 200 mL grapefruit juice or water three times a day on 
days 4 and 5 in study I. In study I, serum concns. of atorvastatin acid, 
atorvastatin lactone, 2 -hydroxyatorvastatin acid, 2-hydroxyatorvastat in 
lactone, and active and total 3-hydroxy-3-methylglutaryl CoA (HMG-CoA) 
reductase inhibitors were measured up to 72 h. In study II, pravastatin, 
pravastatin lactone, and active and total HMG-CoA reductase inhibitors 
were measured up to 24 h. Results: Grapefruit juice increased the area 
under the serum concentration- time curve of atorvastatin acid from time zero to 
72 h [AUC(0-72)] 2.5-fold (P <.01), whereas the peak serum concentration (Cmax) 
was not significantly changed. The time of the peak concentration (tmax) and 



the 



elimination half -life (tl/2) of atorvastatin acid were increased (P <.01). 
The AUC(0-72) of atorvastatin lactone was increased 3.3-fold (P <.01) and 
the Cmax 2.6-fold (P <.01) by grapefruit juice, and the tmax and tl/2 were 
also increased (P <.05). Grapefruit juice decreased the Cmax (P <.001) 
and AUC(0-72) (P <.001) of 2 -hydroxyatorvastatin acid and increased its 
tmax and tl/2 (P <.01) . Grapefruit juice also decreased the Cmax (P 
<.001) and AUC(0-72) (P <.05) of 2 -hydroxyatorvastatin lactone. The 
AUC(0-72) values of active and total HMG-CoA reductase inhibitors were 
increased 1.3-fold (P <.05) and 1.5-fold (P <.01), resp. , by grapefruit 
juice. In study II, the only significant change observed in the 
pharmacokinetics of pravastatin was prolongation of the tmax of active 
HMG-CoA reductase inhibitors by grapefruit j uice (P <.05) . Conclusions: 
Grapefruit juice significantly increased serum concns. of atorvastatin 
acid, atorvastatin lactone, and active and total HMG-CoA reductase 
inhibitors, probably by decreasing CYP3A4 -mediated first -pass metabolism of 
atorvastatin in the small intestine. On the other hand, grapefruit juice 
had no effect on the pharmacokinetics of pravastatin. Concomitant use of 
atorvastatin and at least large amts. of grapefruit juice should be 
avoided, or the dose of atorvastatin should be reduced accordingly. 
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Journal 
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Itraconazole, a potent inhibitor of CYP3A4 , increases the risk of skeletal 
muscle toxicity of some 3-hydroxy-3-methylglutaryl CoA (HMG-CoA) reductase 
inhibitors by increasing their blood serum concns . The effect of 
itraconazole was characterized on the pharmacokinetics of atorvastatin, a 
new HMG-CoA reductase inhibitor that is metabolized at least in part by 
CYP3A4 . Healthy took 200 mg itraconazole or matched placebo orally once 
daily for 4 days. On day 4, 40 mg atorvastatin was administered orally, 
and a further dose of 200 mg itraconazole or placebo was taken 24 h after 
atorvastatin intake. Serum concns. of atorvastatin acid, atorvastatin 
lactone, 2-hydroxyatorvastatin acid and lactone, 4 -hydroxyatorvastatin 
acid and lactone, active and total HMG-CoA reductase inhibitors, 
itraconazole, and hydroxyitraconazole were measured <72 h. 

Itraconazole increased the area under the concentration-time curve from time 0 
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72 h [AUC(0-72)] and the elimination half-life of atorvastatin acid about 
3 -fold,, whereas the peak serum concentration was not changed. The AUC(0-72) of 
atorvastatin lactone was increased about 4 -fold, and the peak serum 
concentrat ion 

and half-life were increased more than 2-fold. Itraconazole decreased the 
peak serum concentration and AUC(0-72) of 2-hydroxyatorvastatin acid and 
2-hydroxyatorvastatin lactone. Itraconazole increased the half-life of 
2-hydroxyatorvastatin lactone. The AUC(0-72) values of active and total 
HMG-CoA reductase inhibitors were increased 1.6-fold and 1.7-fold, resp. 
Thus, itraconazole has a significant interaction with atorvastatin. The 
mechanism of increased serum concns. of atorvastatin and HMG-CoA reductase 
inhibitors is inhibition of CYP3A4 -mediated metabolism of atorvastatin and its 
metabolites by itraconazole. Concomitant use of itraconazole and other 
potent inhibitors of CYP3A4 with atorvastatin should be avoided or the 
dose of atorvastatin should be reduced accordingly. 
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AB A title compound of the formula I where Rl is hydrogen or a hydroxy 
protecting group and solvates thereof, or the open chain form of the 
formula II and the pharmaceutical^ acceptable salts and solvates thereof 
inhibits cholesterol biosynthesis, and thus is useful in treating 
hypercholesterolemia. The compds . of the invention have shown excellent 
activity in inhibiting cholesterol biosynthesis by inhibiting the HMG-CoA 
reductase enzyme: at 10 ng/mL, inhibition of 51-100%; at 1 ng/mL, from 49 
to 100%. 
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Journal 
English 

Eighty-one adult Nigerians with essential hypertension were randomly 
allocated to receive doxazosin, hydrochlorothiazide/amiloride, or 
amlodipine. In each group, the patients were further classified as obese 
and non-obese, and total cholesterol as well as high d . lipoprotein (HDL) 
cholesterol was determined before and after the 3 -mo treatment period. The 
total cholesterol level was significantly reduced in the non-obese 
patients, but did not show any significant change in the obese patients 
after doxazosin therapy, indicating the beneficial effects of doxazosin 
therapy in non-obese patients. The levels of total cholesterol increased 
and HDL cholesterol decreased in both the obese and the non-obese patients 
after hydrochlorothiazide/amiloride therapy. Amlodipine treatment did not 
cause any significant change in the total and HDL cholesterol levels in 
both the obese and non-obese patients. These findings are worthy of 
consideration by clinicians and researchers when selecting the most 
appropriate drug for antihypertensive pharmacotherapy. 
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Cholesterol enrichment during dietary atherosclerosis 
alters smooth muscle plasma membrane width and 
structure: evidence for reversal by the 
1,4-dihydropyridine amlodipine 

Mason, R. Preston; Herbette, Leo G.; Tulenko, Thomas 
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Res., Farmington, CT, 06030, USA 

Medical Science Symposia Series (1993), 3 (Calcium 
Antagonists) , 149-55 
CODEN: MSSYEI; ISSN: 0928-9550 
Journal 
English 

Cholesterol enrichment in smooth muscle cell plasma membrane has been 
associated with the pathobiol . of atherosclerosis. The mol . interactions of 
amlodipine vs. other dihydropyridine calcium channel blockers with 
cholesterol enriched model and biol . membranes was examined Amlodipine 
reverses the lipid ordering effect of cholesterol, resulting in a 
decreased membrane bilayer width. The data may provide a mechanism for 
amlodipine' s potential anti-atherosclerotic effect. 
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AB X-ray diffraction and equilibrium binding techniques were used to study the 
effect of cholesterol on membrane binding of the charged 

1, 4-dihydropyridine (DHP) Ca2+ channel antagonist amlodipine and uncharged 
isradipine, nimodipine, and nitrendipine. Increases in membrane 
cholesterol content resulted in a marked decrease in DHP binding to 
cardiac phospholipid membranes, as expressed by the equilibrium partition 
coefficient (KP[mem]). Between a 0:1 and 0.3:1 cholesterol to phospholipid 
mole ratio, the Kp [mem] values for isradipine, nimodipine, and 
nitrendipine decreased by >50%, whereas that for amlodipine decreased by 
only 10%. Electron d. profiles calculated from the x-ray diffraction data 
showed that the time-averaged locations for the DHPs and cholesterol in 
the membrane overlap, leading to the conclusion that the addition of 
cholesterol alters the lipid bilayer hydrocarbon core structure in a 
manner that makes drug partitioning into the membrane less energetically 
favorable. These data support the idea that drug interactions with the 
anisotropic membrane environment are complex and may be greatly influenced 
by cholesterol composition This effect of cholesterol was also observed for 
phenylalkylamine (verapamil) and benzothiazepine (diltiazem) Ca2+ channel 
blockers. The DHP amlodipine had the highest membrane partition coefficient 
(KP[mem] > 104) and the slowest rate of dissociation and was affected least by 
membrane cholesterol content. The combination of electrostatic and 
hydrophobic bonding between amlodipine and membrane phospholipid may 
explain the high affinity of this drug for the membrane bilayer with 
normal and elevated cholesterol. The results of this study show that 
cholesterol content differentially affects the membrane-binding properties 
of the charged DHP amlodipine, compared with other Ca2+ channel blockers. 
These data help explain the biol . distribution of these drugs and the 
distinct pharmacokinetics of amlodipine vs. other Ca2 + channel blockers. 
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Differential effects of amlodipine and atorvastatin 
treatment and their combination on atherosclerosis in 
ApoE*3-leiden transgenic mice 
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Havekes, Louis M. ; Princen, Hans M. G. 
Gaubius Laboratory, Neth. 
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This study was designed to investigate the potential antiatherosclerot ic 
effects of the calcium antagonist amlodipine as compared with the HMG-CoA 
reductase inhibitor atorvastatin and the combination of both in 
ApoE*3 -Leiden transgenic mice. Four groups of 15 ApoE*3 -Leiden mice were 
put on a high-cholesterol diet. One group received 0.002% (wt/wt) 
amlodipine in the diet, which had no effect on plasma cholesterol levels. 
Another group received 0.01% (wt/wt) atorvastatin, resulting in a decrease 
of plasma cholesterol by 50% by a reduction in very low d. lipoprotein 
production 
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The combination group received both amlodipine and atorvastatin . After 28 
wk, atherosclerosis in the aortic root was quantified. Treatment with 
amlodipine had no significant effect on atherosclerotic lesion area, 
whereas atorvastatin markedly reduced atherosclerosis by 77% compared with 
the control group. Atorvastatin also reduced inflammation markers. The 
combination of amlodipine and atorvastatin tended to reduce lesion area by 
61% compared with the atorvastatin-only group; however, this effect did 
not reach statistical significance. Amlodipine treatment significantly 
reduced calcification in the lesions, whereas atorvastatin alone had no 
effect. The combination of amlodipine and atorvastatin resulted in a near 
absence of calcium deposits in the lesions. This study demonstrates that 
amlodipine treatment alone does not significantly reduce atherosclerotic 
lesion development. Atorvastatin was shown to have strong 
antiatherosclerotic effects, and cotreatment with amlodipine may 
potentiate the antiatherosclerotic effect of atorvastatin. 
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AB The combination of the antihypertensive calcium channel blocker amlodipine 

and lipid-lowering agent atorvastatin inhibits free cholesterol 
crystallization in 

atherosclerotic-like membranes. In addition, treatment with a combination 
amlodipine and atorvastatin results in a synergistic effect on the release 
of NO from rabbit aorta endothelial cells. 
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Angiotensin II activates NAD (P) H-dependent oxidases via ATI-receptor 
stimulation, the most important vascular source of superoxide 
(02--) . The ATI receptor is upregulated in vitro by low-d. 
lipoprotein. The present study was designed to test whether 
hypercholesterolemia is associated with increased NAD (P) H-dependent vascular 
02-- production and whether ATI-receptor blockade may inhibit this 
oxidase and in parallel improve endothelial dysfunction. Vascular 
responses were determined by isometric tension studies, and relative rates of 
vascular 02-- production were determined by use of chemi luminescence with 
lucigenin, a cypridina luciferin analog, and ESR studies. ATI-receptor 
mRNA was quantified by Northern anal., and ATI-receptor d. was measured by 
radioligand binding assays. Hypercholesterolemia was associated with 
-impaired endothelium-dependent vasodilation and increased 02-- 
production in intact vessels. In vessel homogenates, we found a significant 
activation of NADH-driven 02-- production in both models of 
hyperlipidemia . Treatment of cholesterol -fed animals with the 
ATI-receptor antagonist Bay 10-6734 improved endothelial dysfunction, 
normalized vascular 02-- and NADH-oxidase activity, decreased 
macrophage infiltration, and reduced early plaque formation. In the 
setting of hypercholesterolemia, the aortic ATI receptor mRNA was 
upregulated to 166%, accompanied by a comparable increase in ATI-receptor 
d. Hypercholesterolemia is associated with ATI-receptor upregulation, 
endothelial dysfunction, and increased NADH- dependent vascular 02-- 
production The improvement of endothelial dysfunction, inhibition of the 
oxidase, and reduction of early plaque formation by an ATI-receptor antagonist 
suggests a crucial role of angiotensin I I -mediated 02-- production in 
the early stage of atherosclerosis. 
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Background: A high-cholesterol (HC) diet increases blood pressure and 
induces renal injury in rats. The authors compared the effects of 
Alacepril, an ACE inhibitor, and Amlodipine, a Ca antagonist, on the renal 
injury induced by an HC diet in rats. Design and Methods: Male 
Sprague-Dawley rats were given either an HC diet only (n = 5) , an HC diet 
and Amlodipine (n = 10) , or an HC diet and Alacepril (n = 10) . The 
control rats (n = 5) were given a normal diet. Systolic blood pressure 
(SBP) was measured by a tail-cuff method. Serum lipids, malondialdehyde 
(MDA) as a parameter for lipid peroxidn., and urinary protein excretion 
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were determined at 0, 4, and 8 wk. The renal injury was evaluated histol . by 
the glomeruli sclerosing score. Results: The HC diet increased SBP. 
Amlodipine lowered SBP more significantly than Alacepril . Serum total 
cholesterol was increased by the HC diet and was not affected by either 
ant i -hypertensive agent. HDL-cholesterol was similarly decreased in the 3 
HC diet groups. Alacepril, but not Amlodipine, completely attenuated the 
MDA elevation induced by the HC diet. Urinary protein excretion was 
decreased by the 2 anti-hypertensive agents at a similar rate. The renal 
histol. injury assessed by the sclerosing score was ameliorated more 
significantly by Alacepril than by Amlodipine. Conclusions: Both 
Amlodipine and Alacepril decreased blood pressure and urinary protein, and 
ameliorated the renal injury induced by the HC diet in rats. The renal 
effect of Alacepril seems to be mediated by the decrease in oxidative 
stress as well as by reduction of blood pressure, since Alacepril lowered the 
sclerosing score more than Amlodipine and completely attenuated MDA, 
although the blood pressure reduction by Alacepril was less than that by 
Amlodipine. 
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AB Calcium (Ca) -dependent factors, including cholesterol -induced changes in 

membrane Ca permeability and Ca deposition into lesions, may contribute to 
plaque formation and stability during the early and late stages of 
atherogenesis . Amlodipine can reduce atheroma formation in 
cholesterol -fed rabbits and may be cardioprotective. The authors 
therefore examined the effects of chronic amlodipine treatment (5 mg/kg 
daily for 10 wk, p.o.) on infarct size after 30-min coronary 
occlusion/48 -h reperfusion in rabbits fed a diet with or without 1% 
cholesterol. Infarct size was significantly larger in cholesterol -fed 
rabbits (72.0%) than in normal-fed rabbits (47.1%). Amlodipine treatment 
effectively reversed the infarct size augmentation in cholesterol -fed 
rabbits (46.3%), but did not affect infarct size in normal-fed rabbits 
(51.0%). In both cholesterol - fed and normal-fed rabbits, Ca content and 
leukocyte accumulation as assessed by myeloperoxidase activity were 
significantly higher in the ischemic myocardium than in the nonischemic 
myocardium. However, Ca content and leukocyte accumulation were markedly 
elevated in the ischemic myocardium of cholesterol -fed rabbits compared 
with normal -fed rabbits. Amlodipine treatment effectively reversed this 
elevation. Acetylcholine showed a marked reduction in endothelium-dependent 
relaxation in the aorta of cholesterol -fed rabbits, which also was 
reversed by amlodipine treatment. These results indicate that chronic 
amlodipine treatment reduces infarct size only in cholesterol -fed rabbits. 
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